 table S3C (Microsoft Excel format). Genes up-regulated in μCT versus
TAμBU_TX as per Fig. 5C .
 table S3D (Microsoft Excel format). Genes down-regulated in μCT versus
TAμBU_TX as per Fig. 5D .
Supplementary Materials and Methods
Isolation, transduction and transplantation of murine hematopoietic anti-mouse CD117(c-kit) (eBioscience) and with rat Pe-cy7 anti-mouse Ly-
6A/E Sca-1 (Sca-1) (BD Bioscence). For CD150 +/-CD48 +/-cell selection we added also hamster PE anti-mouse CD48 (Biolegend) and rat APC antimouse CD150 (BioLegend). At the end of the staining the cells were isolated by the cell sorter MOFLO XDP (Becton Dickinson), according to the expression of the selected markers. The gated strategy is reporter on
Supplementary Fig. 2A . 
Flow-cytometric analysis
Cells from BM and brain were analyzed by flow cytometry upon re-suspension in blocking solution (PBS 5%FBS, 1%BSA) and labeling at 4°C for 15 minutes with the following specific antibodies: rat PE anti-mouse CD45 (BD APC streptavidin (BD Pharmingen) 1:500; rat APC-Cy7 anti-mouse B220 (BD Bioscience) 1:100; hamster APC-Cy7 anti-mouse CD3e (eBiosciences) 1:100; mouse APC-Cy7 anti-human CD45 (BD Pharmingen); rat PE-cy7 anti-human CX3CR1 (eBioscience) 5:100. For the exclusion of death cells we either used 7-AAD (1mg/ml) (Sigma-Aldrich), a membrane-impermeable dye, added to the cells prior to analysis for dead cell exclusion.
BM and brain cells were analyzed by LSR Fortessa (Beckton Dickinson).
Immunofluoresce analysis
Brains were serially cut in the sagittal planes on a cryostat in 15µm sections.
Tissue slides were washed twice with PBS, air dried and blocked with 0.3% and GFP (only HCT-mice). RNA quantity was determined using QuantiFluor® RNA system and Quantus™ Fluorometer (Promega). cDNA was generated starting from 1 ng up to 100ng of purified mRNA by using SuperScript VILO Master mix (Thermo Fisher Scientific). cDNA was then pre-amplified using 
RNA sequencing and analysis
RNeasy Plus Micro kit (Qiagen) was used to extract RNA from the sorted myeloid brain populations. In particular, we retrieved by sorting different myeloid brain sub-populations from: P10 (n=4 in duplicate) (TAµ cells), 5 month old C57bl6/j (n=3) mice (µ cells), and BU-treated mice (n=3; we excluded from the analysis one sample of TAµ due to its diversity from the other samples analyzed by FACS)(µ and TAµ cells) at 3 months from GFP HSPC transplantation. Before the sorting, mice were euthanized under deep anesthesia by intra-cardiac perfusion with cold PBS after clumping the femur.
The brain was collected and processed as described before. RNA was collected and stored at -80°C. Small aliquot were used to check the quality of the RNA extracted with Agilent RNA 6000 Pico kit. Samples with RIN below 7
were excluded from the analysis.
RNA sequencing was performed by IGA Technology Services at Udine.
Briefly, amplification of cDNA from total RNA (starting amount =100 ng per sample) was performed using the Ovation RNA-Seq System V2 (Nugen), cDNA was then fragmented and ligated into a sequencing library using NuGEN's Ovation Ultralow Library Systems. After barcoding, the RNA libraries were pooled, denatured and diluted to an 8 pM final concentration.
Cluster formation was performed on cBot (Illumina) (single-end) using flow 
Hierarchical Clustering
Hierarchical clustering was made using the pheatmap function of the R library with the same name ('Euclidean distance' and 'complete' method.) on log 2 normalized expression values generated by the voom function in limma.
Analysis of RNA-Seq data
We downloaded raw expression data from control microglia and macrophages of diverse origin in the GEO dataset GSE62826 from SRA archive (SRR1634675, SRR1634676, SRR1634677, SRR1634678, SRR1634708, SRR1634709, SRR1634710, SRR1634711, SRR1634712, SRR1634721) and fastq files with raw sequences were obtained. Reads from from Gosselin macrophages and microglia were processed together with reads from our µ and TAµ cells (see above) and PCA and heatmaps were produced in order to compare our µ and TAµ populations' expression with both adult microglia and macrophages in the study of Gosselin et al..
Functional Enrichment
To evaluate pathways related to differences between cell populations, GSEA pre-ranked analysis was performed. Lists of log2FoldChanges estimated with limma were used as pre-ranked lists with gsea pre-reanked command line tool with default parameters (gsea2-2.2.3.jar). Gene Ontology Biological Processes (c5.go.bp) was used as gmt file after translating human entrez id to mouse gene symbols using ensembl-mart homology maps. Due to the higher number of significant categories found correlated to µ.BUTX and TAµ.BUTX cells, the standard FDR cut off for the enrichment was increased from 0.05 to 0.001. GOSemSim semantic similarities matrix was calculated using GOSemSim R package. The matrix of similarities was shown as heatmap of clustered GOs using pheatmap in R (with "euclidean" distance and "complete" method for clustering).
Accession codes. 
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